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AMENDMENTS TO THE CLAIMS 

1. (Currently amended) A method for mediating relaxation of an airway of an 
animal, said method comprising administering to said animal, an effective amount for said 
prophylaxis or tr e atm e nt mediating relaxation of said airway of a peptide having a sequence 
comprising SLIGRL (SEQ ID NO:2) or a peptide analog thereof in which an amino acid is 
replaced with anon-natural amino acid, wherein said peptide is capable of activating an airway 
epithelium protease activated receptor-2 (PAR2) under conditions sufficient for activation of said 
PAR2 to occur, thereby mediating relaxation of said airway. 

2. (Previously presented) The method according to Claim 1 wherein the 
animal is a human. 

3. (Canceled) 

4. (Canceled) 

5. (Previously presented) The method according to Claim 1 wherein the 
inflammation of the airway is caused by a disease condition selected from the group consisting of 
asthma, bronchitis, hayfever, alveolitis, ciliary dyskinesis and pulmonary inflammation. 

6. (Previously presented) The method according to Claim 1 wherein the 
peptide comprises the sequence of SEQ ID NO.2. * 

7. (Previously presented) The method according to Claim 6 wherein the 
peptide is modified to permit entry across an epithelial and/or subcutaneous layer. 

8. (Previously presented) The method according to Claim 7 wherein the 
peptide is fused to penetratin. 

9. (Previously presented) The method according to Claim 7 wherein the 
peptide is fused to TAT. 

Claims 10-19 (Canceled) 

20. (Previously presented) A method of identifying an agent for treatment or 
prophylaxis of inflammation of an airway of an animal, comprising: 
exposing PAR2 to the agent; and 

measuring the ability of the agent to activate the PAR2, wherein the agent is 
identified as capable of being useful for said treatment or prophylaxis of inflammation of 
an airway of an animal if it does have the ability to activate PAR2. 



-2- 



Appl. No. 
Filed 



09/787,356 
June 25, 2001 



2 1 . (Previously presented)The method of Claim 1 , wherein said peptide incorporates a 
non-natural amino acid. 

22. (Previously presented)The method of Claim 1, wherein said peptide incorporates a 
non-natural amino acid listed in the following table: 



Non -conventional amino acid 


Code 


Non-conventional amino acid 


Code 


ff-siminnhiitvrif' 5ipin 


Abu 


T,-N-methvlalanine 

J—/ X 1 lllv HIT 1U1U11I11V 


Nmala 


u-amino-u-nicuiyiuuiyiaic 


A/fO"5lVlll 
IVlgdU u 


T -^-TYiptVivlarpiniriP 
jlj x i nit* ui y icu giiiin w 


Nmarg 


a m i yi n c vp 1 rvn rrvn 51 n p- 

CUI vv y v iVjpi adit/ 




T .-N-m eth vl asn araeine 


Nmasn * 


p 51 rhr* wl a t p 




T.-N-methvlasnartic acid 


Nmasp 


armnru Qnhiitvrip 5ipiH 

clllllllvJloL>UU.iyilvv dvvlvA 


Aib 


T J -N-methvlcvsteine 


Nmcys 


funinnnorhnmvl- 

CU111111/11VJ1 L/v/1 lljf 1 


Norb 


L-N-meth vl elutamine 


Nmgln 


PJirhfYYvljltP 
vvdl UUA yiu.Lt> 




T ,-N-m eth vl elutamic acid 


Nmglu 


pvp 1 n n p y vl 5i 1 ?in i n p 
v y v> i\Ji ic a y i dial 11 1 ic 


V/ilvAU 


T ,-N-m eth vlh i sti di n e 


Nmhis 


Lyciopuiiiyiaiaiiiiic 




T -M-mptVivliQnlpnpinp 

±> lllvvlll V llOVFlvvvAvvlllVv 


Nmile 


u-didnine 


Hal 


T ^NT-mptlivllpiiPi'np 


NttiIpi] 

i y nils/ vi 


or en n i n a 
lJ~<xl gllllUC 




T -N-mpthv11vsine 

i ' in nivv tii j ii y oiiiv 


Nmlys 


T"^_QC1"\QT"tlP CIPlH 

J-y~doJJdi 11 v avlU 




T -M-methvl methionine 

1 i 1> lllVv til J llllvv 1111 v/lllllv 


Nmmet 




T^PVQ 


T >-TsJ-methvlnor1eucine 


Nmnle 


T} - o 1 1 1 1 5i m i n p 

.L/ ftl LUdllllllVv 


X^glll 


L-N-methvinorvaline 


Nmnva 


1^-glUldIiilv dUlU 


Dcrlll 


T -^-mpfHvlnrnithinp 
iiivui y hji in tiiiiivv 


Nmom 

1 t( 111V/1 11 


L-'-ill d IIUIIIC 


l_/Illo 


T -XT-rnptHv1r>lipriv'lfll5i'ninp 

1 > nit/ ui y iLJiivvii y idiaiiiiivv 


Nmnhe 

X ~ llllJllvy 


D-isoleucine 


Dile 


L-N-methylproline 


Nmpro 


D-leucine 


Dleu 


L-N-methylserine 


Nmser 


D-lysine 


Dlys 


L-N-methylthreonine 


Nmthr 


D-methionine 


Dmet 


L-N-methyltryptophan 


Nmtrp 


D-ornithine 


Dorn 


L-N-methyltyrosine 


Nmtyr 


D-phenylalanine 


Dphe 


L-N-methylvaline 


Nmval 


D-proline 


Dpro 


L-N-methylethylglycine 


Nmetg 


D-serine 


Dser 


L-N-methyl-t-butylglycine 


Nmtbug 


D-threonine 


Dthr 


L-norleucine 


Nle 
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Non-conventional amino acid 


Code 


Non-conventional amino acid 


Code 


D-tryptophan 


Dtrp 


L-norvaline 


Nva 


D-tyrosine 


Dtyr 


a-methyl-aminoisobutyrate 


Maib 


D-valine 


Dval 


a-methyl-y-aminobutyrate 


Mgabu 


D-a-methylalanine 


Dmala 


a-methylcyclohexylalanine 


Mchexa 


D-a-methylarginine 


Dmarg 


a-methylcylcopentylalanine 


Mcpen 


D-a-methylasparagine 


Dmasn 


a-methyl-a-napthylalanine 


Manap 


D-a-methylaspartate 


Dmasp 


a-methylpenicillamine 


Mpen 


D-a-methylcysteine 


Dmcys 


N-(4-aminobutyl)glycine 


Nglu 


D-a-methylglutamine 


Dmgln 


N-(2-aminoethyl)glycine 


Naeg 


D-a-methylhistidine 


Dmhis 


N-(3-aminopropyl)glycine 


Norn 


D-a-methylisoleucine 


Dmile 


N-amino-a-methylbutyrate 


Nmaabu 


D-a-methylleucine 


Dmleu 


a-napthylalanine 


Anap 


D-a-methyllysine 


Dmlys 


N-benzylglycine 


Nphe 


D-a-methylmethionine 


Dmmet 


N-(2-carbamylethyl)glycine 


Ngln 


D-a-methylornithine 


Dmorn 


N-(carbamylmethyl)glycine 


Nasn 


D-a-methylphenylaianine 


Dmphe 


N-(2-carboxyethyl)glycine 


Nglu 


D-a-methylproline 


Dmpro 


N-(carboxymethyl)glycine 


Nasp 


D-a-methylserine 


Dmser 


N-cyclobutylglycine 


Ncbut 


D-a-methylthreonine 


Dmthr 


N-cycloheptylglycine 


Nchep 


D-oc-methyltryptophan 


Dmtrp 


N-cyclohexylglycine 


Nchex 


T) -fy -tti pt h vl tvrn n e 

j_y \j~ in win y it y i uoniw 


Dmty 


N-cyclodecylglycine 


Ncdec 


l^-ut-niciiiyivaiiiic 


Dmval 


N-cvlcododecvlelvcine 


Ncdod 


i^-im -me inyi alanine 


LJLllUcila 


i > ^/ y viwjl/l y igi y viiiw 


Ncoct 


D-N-methylarginine 


TV 

Dnmarg 


N-cyclopropylglycine 


Ncpro 


D-N-methylasparagine 


Dnmasn 


N-cycloimdecylglycine 


Ncund 


D-N-methylaspartate 


Dnmasp 


N-(2,2-diphenylethyl)glycine 


Nbhm 


D-N-methylcysteine 


Dnmcys 


N-(3,3-diphenylpropyl)glycine 


Nbhe 


D-N-methylglutamine 


Dnmgln 


N-(3 -guanidinopropyl)glycine 


Narg 
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Non-conventional amino acid 


uoQe 


INOn-HJllVCllUUIlal all 111 1U avlU 




D-N-methylglutamate 


jjnmgiu 


in-^i -nyuiUAyeuiyijgiyuiiic 


XFthr 

1>I till 


D-N-methylhistidine 


unmnis 


in -^nyoroxyeinyi ) jgiycme 




D-N-methylisoleucine 


Dnmile 


iN-^imiaazoiyietnyi j jgiycme 


XThio 


D-N-methylleucine 


Dnmleu 


iN-^j-mQoiyiyemyi ^glycine 




D-N-methyllysme 


unmiys 


iN-meinyi-y-drninoDuiyraLc 


rNlllgaUU 


N-methylcyclohexylalanine 


iNmcnexa 


L/-i\i -meinyimeimoiune 


J_yilIlUllCL 


jj-in -metny lorni tnine 


i^nmorn 


iN-mcinyicyciopenLyiaiaiiiiic 


XTtvi pr\pn 
1>I lllvpcil 


N-methylglycine 


iMaia 


i^-iM -meinyipnenyididnine 


T^ntTirx n p 

uimipnc 


N-methylaminoisobutyrate 


iNmaiD 


u-in -meinyipronne 


uiiinpru 


in - ^ i -metnyipropyi jgiycine 


in ne 


iy-iN -meinyibenne 


.L/lllllod 


lN-^z-meinyipropyi ^glycine 


XTIpii 
IN 1CU 


W _XJ_m f*tVi \/1 tVi rpnn inp 

L/ -lllCUiy 1 till 


J-^lllllLlll 


YJ - rH -11 1C Uiy 1 U y p LUpi lal 1 


TYirmt'Tni 

J-/11111LL u 


XT-T 1 -mpfVivlptlivl^cyl vpitip 
ii i i nit* Hi yiwuiy i/fciy win w 


Nval 


T"^ -XT-m pfVi vl tv/TA ci tip 


Dnmh/r 


XJ-m efh vl a -n an th v1 ai an i n e 

i^i liiwiiiyici iiau ui y iai cuiiii v 


Nmanan 


D-N-m pfh vl va line 


Dnmval 

J-^lllll V Ul 


N-methvlnenicillamine 


Nmpen 


y-aminobutyric acid 


Gabu 


N-f o-hvdroxvohenvDelvcine 


Nhtyr 


L-/-butvl 2I vcine 


Tbus 


N-(thiomethyl)glycine 


Ncys 


L-ethylglycine 


Etg 


penicillamine 


Pen 


L-homophenylalanine 


Hphe 


L-a-methylalanine 


Mala 


L-oc-methylarginine 


Marg 


L-ot-methylasparagine 


Masn 


L-a-methylaspartate 


Masp 


L-a-methyl-t-butylglycine 


Mtbug 


L-a-methylcysteine 


Mcys 


L-methylethylglycine 


Metg 


L-a-methylglutamine 


Mgln 


L-a-methylglutamate 


Mglu 


L-a-methylhistidine 


Mhis 


L-a-methylhomophenylaianine 


Mhphe 


ij-cx-mcinyn so leucine 


Mile 


N-C?-Yn ptVivlthinpthvlWlvcine 

1 > l ^ lllwlll V IHllVJwHlJf 1 y^ljf vlllv 


Nmet 


L-a-methylleucine 


Mleu 


L-a-methyllysine 


Mlys 


L-a-methylmethionine 


Mmet 


L-a-methylnorleucine 


Mnle 


L-a-methyinorvaline 


Mnva 


L-a-methylornithine 


Mom 


L-a-methylphenylalanine 


Mphe 


L-a-methylproline 


Mpro 
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Non-conventional amino acid 


Code 


Non-conventional amino acid 


Code 






T -fY-mptVivltliTpnTiinp 

1_> VA lilt/ tlx V lllll WVJllIllw 


Mthr 


L-a-methyltryptophan 


Mtrp 


L-a-methyltyrosine 


Mtyr 


L-a-methylvaline 


Mval 


L-N-methylhomophenylaianine 


Nmhphe 


N-(N-(2,2-diphenylethyl) 


Nnbhm 


N-(N-(3,3-diphenylpropyl) 


Nnbhe 


carbamyimethyl)glycine 




carbamylmethyl)glycine 





1 -carboxy-1 -(2,2-diphenyl- Nmbc 
ethylamino)cyclopropane 

23. (Cancelled) 

24. (New) A method for prophylaxis or treatment of inflammation of an airway of an 
animal, said method comprising administering to said animal, an effective amount for said 
prophylaxis or treatment of a peptide having a sequence comprising SLIGRL (SEQ ID NO:2) or 
a peptide analog thereof in which an amino acid is replaced with a non-natural amino acid, 
wherein said peptide is capable of activating an airway epithelium protease activated receptor-2 
(PAR2) under conditions sufficient for activation of said PAR2 to occur, thereby providing said 
prophylaxis or treatment of inflammation. 

25. (New) The method according to Claim 24 wherein the animal is a human. 

26. (New) The method according to Claim 24 wherein the inflammation of the airway 
is caused by a disease condition selected from the group consisting of asthma, bronchitis, 
hayfever, alveolitis, ciliary dyskinesis and pulmonary inflammation. 

27. (New) The method according to Claim 24 wherein the peptide comprises the 
sequence of SEQ ID NO.2. 

28. (New) The method according to Claim 27 wherein the peptide. is modified to 
permit entry across an epithelial and/or subcutaneous layer. 

29. (New) The method according to Claim 27 wherein the peptide is fused to 
penetratin. 

30. (New) The method according to Claim 27 wherein the peptide is fused to TAT. 

31. (New) The method of Claim 24, wherein said peptide incorporates a non-natural 
amino acid. 
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32. (New) The method of Claim 24, wherein said peptide incorporates a non-natural 



amino acid listed in the following table: 


Non-conventional amino acid 


Code 


Non-conventional amino acid 


Code 


a-aminobutyric acid 


Abu 


L-N-methylalanine 


Nmala 


a-amino-a-methylbutyrate 


Mgabu 


L-N-methylarginine 


Nmarg 


aminocyclopropane- 


Cpro 


L-N-methylasparagine 


Nmasn 


carboxylate 




L-N-methylaspartic acid 


Nmasp 


aminoisobutyric acid 


Aib 


L-N-methylcysteine 


Nmcys 


aminonorbornyl- 


Norb 


L-N-methylglutamine 


Nmgln 


carboxylate 




L-N-methylglutamic acid 


Nmglu 


cyclohexylalanine 


Chexa 


L-N-methylhistidine 


Nmhis 


cyclopentylalanine 


Cpen 


L-N-methylisoleucine 


Nmile 


D-alanine 


Dal 


L-N-methylleucine 


Nmleu 


D-arginine 


Darg 


L-N-methyllysine 


Nmlys 


D-aspartic acid 


Dasp 


L-N-methylmethionine 


Nmmet 


D-cysteine 


Dcys 


L-N-methylnorleucine 


Nmnle 


D-glutamine 


Dgln 


L-N-methyinorvaline 


Nmnva 


D-glutamic acid 


Dglu 


L-N-methylornithine 


Nmorn 


D-histidine 


Dhis 


L-N-methylphenylalanine 


Nmphe 


D-isoleucine 


Dile 


L-N-methylproline 


Nmpro 


D-leucine 


Dleu 


L-N-methylserine 


Nmser 


D-lysine 


Dlys 


L-N-methylthreonine 


Nmthr 


D-methionine 


Dmet 


L-N-methyltryptophan 


Nmtrp 


D-ornithine 


Dora 


L-N-methyltyrosine 


Nmtyr 


D-phenylalanine 


Dphe 


L-N-methylvaline 


Nmval 


D-proline 


Dpro 


L-N-methylethylglycine 


Nmetg 


D-serine 


Dser 


L-N-methyl-t-butylglycine 


Nmtbug 


D-threonine 


Dthr 


L-norleucine 


Nle 


D-tryptophan 


Dtrp 


L-norvaline 


Nva 
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Non-conventional amino acid 


Code 


Non-conventional amino acid 


Code 


D-tyrosine 


Dtyr 


a-methyl-aminoisobutyrate 


Maib 


D-valine 


Dval 


a-methyl-y-aminobutyrate 


Mgabu 


D-oc-methylalanine 


Dmala 


a-methylcyclohexylalanine 


Mchexa 


D-a-methylarginine 


Dmarg 


a-methylcylcopentylalanine 


Mcpen 


D-oc-methylasparagine 


Dmasn 


a-methyl-a-napthylalanine 


Manap 


D-ot-methylaspartate 


Dmasp 


a-methylpenicillamine 


Mpen 


D-a-methylcysteine 


Dmcys 


N-(4-aminobutyl)glycine 


Nglu 


D-a-methylglutamine 


Dmgln 


N-(2-aminoethyl)glycine 


Naeg 


D-a-methylhistidine 


Dmhis 


N-(3 -aminopropyl)glycine 


Norn 


D-a-methylisoleucine 


Dmile 


N-amino-a-methylbutyrate 


Nmaabu 


D-a-methylleucine 


Dmleu 


a-napthylalanine 


Anap 


D-a-methyllysine 


Dmlys 


N-benzylglycine 


Nphe 


D-a-methylmethionine 


Dmmet 


N-(2-carbamylethyl)glycine 


Ngln 


D-a-methylorni thine 


Dmorn 


N-(carbamylmethyl)glycine 


Nasn 


D-a-methylphenylaianine 


Dmphe 


N-(2-carboxyethyl)glycine 


Nglu 


D-a-methylproline 


Dmpro 


N-(carboxymethyl)glycine 


Nasp 


D-a-methylserine 


Dmser 


N-cyclobutylglycine 


Ncbut 


D-a-methylthreonine 


Dmthr 


N-cycloheptylglycine 


Nchep 


D-a-methyltryptophan 


Dmtrp 


N-cyclohexylglycine 


Nchex 


D -nr-m eth vl two sine 


Dmty 


N-cyclodecylglycine 


Ncdec 


T^) -Ct -TTi pflrv/1 v?i 1 m (* 
lj -ix inc hi y l v o-iiiiw 


Dmval 


N-cvlcododecvlslvcine 


Ncdod 


J-/-rN -IllClliyialalllllC 


nnrn q 1 q 
J-slJllldlCl 


^-pvpI nnr tvl clvpinft 


Ncoct 


-IllClliy lal gllllllC 




TvJ-pvpI nnrnnvl crlvpinft 


Ncpro 


D-N-methylasparagine 


Dnmasn 


N-cycloundecylglycine 


Ncund 


D-N-methylaspartate 


Dnmasp 


N-(2,2-diphenylethyl)glycine 


Nbhm 


D-N-methylcysteine 


Dnmcys 


N-(3 ,3 -diphenylpropyl) glycine 


Nbhe 


D-N-methylglutamine 


Dnmgln 


N-(3-guanidinopropyl)glycine 


Narg 


D-N-methylglutamate 


Dnmglu 


N-(l -hydroxyethyl)glycine 


Nthr 
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JNon-conventionai arnino aciu 




^Tr\ t"i - r* 1*1 vpntir^Ti a 1 smitin apirl 
rNun L/Uiivciinuiidi cuuiiiu <\\s\\\ 


Code 


jj-jn -meinyinisuaine 


T^titnhie 

j^nninio 


iN-^iiyuiUAycuiyi j ^giyt/iiic 




D-JN -metnyuso leucine 


unmiic 


iN-^iiuiudz-uiyiciiiyi j ^giy^inc 




D-N-methylleucine 


i^niuieu 


in j -lnuoiy lyc my i jgiycmc 


Nhtrn 

IN 1111 |J 


D-JN -metnyiiysine 


i^nmiys 


iN~ixicinyi*y*diiiiiiuuuiyiaic 


INlllgClUU 


IN -metnyicycionexyiaianine 


iNmcnexa 


j^-iN~inciiiyiiiicLiiiuiiiiic 


J_-/lill 1111 


D -N-methylorm thine 


unmom 


in -inciiiyicyciupciiiyidicuiiiic 


rVTmpT^PTi 
iiinwiJwii 


jn -metnyigiycine 


IN did 


T^-*M-TYif a tl*ivlTiTipriv1 fn^ninp 
j_y ~ in ~i 1 1 c u ly ipi icn y mi cuiii 1 1; 


T^nmnVip 

J-/1 ill 1 U i 1 w 


N-methylaminoisobutyrate 


X.ItI'I 41 r"\ 

INITlalD 


L^-iN -mc my ipi U11I1C 


1_/11±11LJ1 VJ 


jn -( i -metnyipropyi jgiycine 


in lie 


-mc my lacr me 


j_/iuiio^i 


in -^-iutunyipropyi ^glycine 




F)^W-m pfh vl tb rpon i n e 


Dnmthr 


J-/-1M -inciiiy 111 yp lupiiaii 


TYnmtrn 

J-Slllllll \J 


T^J-H -methvlethvl^fflvcine 

ii iiivuiy i^nxjf ij^ijf viiiv 


Nval 


Pi „\T_m ptVi vl tvrn cirjp 


DnTntvr 


N-m ethvla-nanthvlaianine 


Nmanap 


T^-^-rnpth viva line 


Dnmval 


N-methylpenicillamine 


Nmpen 


y-aminobutyric acid 


Gabu 


N-(p-hydroxyphenyl)glycine 


Nhtyr 


l\-/-hutvl fflvcine 


Tbue 


N-(thiomethyl)glycine 


Ncys 


L-ethylglycine 


Etg 


penicillamine 


Pen 


L-homophenylalanine 


Hphe 


L-a-methylalanine 


Mala 


L-a-methylarginine 


Marg 


L-a-methylasparagine 


Masn 


L-a-methylaspartate 


Masp 


L-a-methyl-t-butylglycine 


Mtbug 


L-a-methylcysteine 


Mcys 


L-methylethylglycine 


Metg 


L-a-methylglutamine 


Mgln 


L-a-methylglutamate 


Mglu 


L-a-methylhistidine 


Mhis 


L-a-methylhomophenylaianine 


Mhphe 


L-a-methylisoleucine 


Mile 


N-(2-methylthioethyl)glycine 


Nmet 


L-ct-methylleucine 


lV/f Iph 


j_>-(x-inciriyiiyoiiic 


Mlys 


L-a-methylmethionine 


Mmet • 


L-a-methylnorleucine 


Mnle 


L-a-methyinorvaline 


Mnva 


L-a-methylornithine 


Morn 


L-ct-methylphenylalanine 


Mphe 


L-a-methylproline 


Mpro 


L-a-methylserine 


Mser 


L-a-methylthreonine 


Mthr 
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Non-conventional amino acid 



Code Non-conventional amino acid 



Code 



L-a-methyltryptophan Mtrp 

L-a-methylvaline Mval 

N-(N-(2,2-diphenylethyl) Nnbhm 

carbamyimethyl)glycine 

1 -carboxy-1 -(2,2-diphenyl- Nmbc 

ethylamino)cyclopropane 



L-a-methyltyrosine Mtyr 

L-N-methylhomophenylaianine Nmhphe 

N-(N-(3,3-diphenylpropyl) Nnbhe 
carbamylmethyl)glycine 
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